Sezary's syndrome (SS) is a human lymphoproliferative disease in which malignant cells with T-cell characteristics are found in skin infiltrates as well as in peripheral blood (Edelson et al., 1974a; Preud'-Homme and Seligmann, 1974; Zucker-Franklin et al., 1974) . The T-cell nature of Sezary cells is supported by the capacity to form rosettes with sheep red blood cells (E rosettes). However, some typical SS cases have been reported in which the neoplastic cells failed to form E rosettes (Wybran and Fudenberg, 1973; Edelson et al., 1974b; Braylan et al., 1975; Goldstone et al., 1976) . In these cases the T-cell nature of the neoplastic cell proliferation remains putative. Therefore the search for other distinguishing T-cell markers could lead one to ascertain the origin of these undefined cells.
In addition to the capacity to form rosettes with sheep red blood cells, a distinctive, dense, localised, 'dot-like', non-specific acid a-naphthyl acetate esterase (ANAE) positivity has been demonstrated in the vast majority of human T-cells (Ranki et al., 1976; Horwitz et al., 1977; Kulenkampff et al., 1977; Totterman et al., 1977; Knowles et al., 1978; Ranki, 1978) as a distinguishing feature of thymusderived lymphocytes. Human T lymphocytes have recently been shown to express receptors that bind the Fc portion of IgG (TG) or IgM (TM) (Dickler et al., 1974; Ferrarini et al., 1975; Moretta et al., 1975) ; up to 95 % of the TM cells are esterasepositive and 90% of the TG cells are completely esterase-negative (Grossi et al., 1978) .
Received for publication 22 February 1979 It was shown that, in acute lymphoblastic leukaemias with T-cell surface characteristics, ANAE positivity may be a further specific marker for thymus-derived lymphocytes (Kulenkampff et al., 1977; Knowles et al., 1978) .
In the present study we investigated the ANAE activity in leukaemic cells from the peripheral blood of a case of SS in which typical cerebriform mononuclear cells failed to form E rosettes but showed in very high proportion an ANAE 'dot-like' positive reaction. Moreover, in order to obtain more detailed information into the origin of these Sezary cells, we tried to find if Ia-like molecules were expressed by the leukaemic population. Ia-like molecules were recognised initially as alloantigens, primarily represented on B lymphocytes. Later, in addition to their presence on B cells and monocytes, they have been detected on leukaemic blasts in cases of acute lymphocytic leukaemia, acute myelogenous leukaemia, and chronic myelogenous leukaemia in plastic crisis Schlossman et al., 1976; Winchester et al., 1975 Winchester et al., , 1976 Peripheral blood mononuclear cells were isolated on Ficoll-Hypaque density gradient (B0yum, 1968) , and adherent cells were removed by incubation at 370C for 60 minutes in plastic Petri dishes. Enumeration and separation of cells resetting with neuraminidasetreated sheep erythrocytes (EN-RFC) were performed as previously reported .
SURFACE MARKER STUDIES
Surface immunoglobulin was investigated by the direct immunofluorescence test, as previously reported by us (Salsano et al., 1979) .
Detection of lymphocytes with receptors for the Fc portion of IgG or IgM was performed as described in a previous paper .
The presence of Ia-like antigens on mononuclear cells was investigated by Dr Rosa Sorrentino, Laboratory of Cell Biology, CNR, Rome. An inhibition test was performed, using human purified radioiodinated Ia-molecules prepared from the RPMI 8057 cell line as antigen and a rabbit anti B-cell membrane heteroantiserum produced with membrane material of a B-cell type line 5329-1117 (Koyama et al., 1977; Tosi et al., 1978) . Briefly, cells/ml in both cases) was incubated with the anti B-cell membrane heteroantiserum, followed by the addition of radioiodinated antigen; goat anti-rabbit immunoglobulin was then added and immunoprecipitate radioactivity was determined. The results were expressed as per cent inhibition of binding of radioiodinated Ia-antigens by rabbit antiserum.
CYTOCHEMICAL DEMONSTRATION OF ANAE ACTIVITY
The demonstration of esterase activity was performed using a-naphthyl acetate as substrate under conditions described by Mueller et al. (1975) .
ULTRASTRUCTURAL STUDIES
Mononuclear cell preparations were fixed in 255% glutaraldehyde in 0 1 M phosphate buffer pH 7-4 and processed for electron microscopy.
RESPONSE OF MONONUCLEAR CELLS TO PHYTOMITOGENS
Blast cell transformation after stimulation with Phytohaemagglutinin, Concanavalin A, and Pokeweed mitogen was performed as previously described .
Results

ULTRASTRUCTURE
The morphology (Fig. 1) of the leukaemic cells from peripheral blood appeared similar to that described in the small cell variant of S6zary's syndrome by The results of cytochemical investigations on the SS leukaemic population in toto and on the EN resetting population, as well as in the EN-RFC depleted preparation, are reported in the Table and compared with data from two normal subjects. The typical pattern of ANAE activity exhibited by the Sezary cell enriched population is shown (Fig. 2) .
RESPONSE TO PHYTOMITOGENS
The peripheral blood SS mononuclear preparation depleted of EN-RFC failed to respond when cultured with phytomitogens (data not shown).
Discussion
The present study provides a more detailed insight into the characteristics of the neoplastic population in SS and supplies further criteria for the assessment of the true cellular origin when Sezary cells lack the E resetting capacity.
In our SS case, the neoplastic population, which shared the morphological appearances of the small cell variant, failed to form E rosettes. Only in one of several SS null-cell variant cases reported has the T nature of leukaemic cells been corroborated by the presence of human thymic lymphocyte antigenpositive cells (Edelson et al., 1974b) .
'Dot-like' ANAE positivity of a distinctive lymphocyte population in normal human peripheral blood and lymphoid tissues correlates with an E rosette forming cell population. Moreover, an association between E marker positivity and ANAE 'dot-like' activity has been shown in leukaemic cells (Kulenkampff et al., 1977; Knowles et al., 1978) . Thus, the demonstration of ANAE activity appears to be a useful T-cell marker and a reasonable alternative to E resetting capacity. The 'dot-like' ANAE positivity that we have found in the vast majority of the peripheral blood Sezary cell enriched population (EN-RFC and monocytic cells depleted) strongly supports a T-type origin. (Fu et al., 1978) , and on T lymphocytes sensitisvd in a mixed leucocyte culture (Evans et al., 1978) .
The finding that a portion of Sezary cell enriched population bear receptors for the Fc portion of IgM is consistent with the recent findings of Worman et al. (1978) and Gupta et al. (1978) 
